Sugar pocket carbonyl
Mg binding Outer hydrophobe below purine Inner hydrophobe below purine DFG Asp DFG Phe A ranked bar chart of selectivity scores S(50%) at 1 μM for all tested kinases for PKIS2 compounds. All Nek family members are found in the right hand half of the X-axis which indicates that, at least for this compound set, the Nek family is in the bottom half of the kinome in terms of promiscuity. Nek5 has the highest hit rate in the family, and Nek4 has the lowest.
Currently, there are crystal structures available for three NEK family members -NEK1, NEK2 and NEK7. The PDB codes and references for deposited Nek structures are listed in this table (Supplemental Table 2 ).
Supplemental Table 2
Brief Methods for Nek1 docking
The originally deposited NEK1 structures (PDB ID 4APC and 4B9D) lacked six residues from the Gly-rich loop -including those at the turn. Before docking, these missing residues were modeled into the NEK1 structure using the coordinates from NEK2 (PDB ID 4AFE) as a template in Modeller. AutoDock Vina was used to dock the compounds onto NEK1 following the procedure published by Forli and colleagues (doi 10.1038/nprot.2016.051). To accommodate the extended conformation of the NEK1 activation segment, a large (35x26x32 Å) search box centered on the 'canonical' ATP-binding pocket was used. Selected side-chains were allowed to rotate freely during docking. An exhaustive search (96 iterations) was performed, and the best (lowest energy) nine poses were visually inspected. 
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